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DETAILED ACTION 

1. Applicant's amendment, filed 11/25/05, is acknowledged- 

Claim 1 has been amended. 

Claims 10-15 have been cancelled. 

Claims 1-9 are pending. 

2. Applicant's election without traverse of group I, claims 1-9, 
in the reply filed on 11/25/05 is acknowledged. 

Claims 1-9 read on the elected invention and are being 
acted upon. 

3. Claim 9 is objected to because of the following 
informalities: The claim not grammatically corect. For example 
"wherein hyperthermia is performed... during from 2 to 6 hours" . 
Appropriate correction is required. 

4. The following is a quotation of the second paragraph of 35 
U.S.C. 112: 

The specification shall conclude with one or more claims particularly 
pointing out and distinctly claiming the subject matter which the applicant 
regards as his invention. 

A) Claims 1-9 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point 
out and distinctly claim the subject matter which applicant 
regards as the invention. Specifically, the term ''based upon" 
an allogeneic APC renders the claims indefinite since it is 
unclear how this term relates to the claimed method. For example 
is the method ''based upon" the APC, or is the vaccine itself 
"based upon" the APC? 

B) Additionally, claims 4-5 are indefinite since the metes 
and bounds of antigen of "allogeneic origin" are unclear. For 
example, it might encompass antigens derived from tumors 
allogeneic to the APC donor. On the other hand, it might 
encompass antigens derived from tumors syngeneic to the APC 
donor, but allogeneic to another individual to be treated. 
Thus, the term is entirely context dependent. All antigens are 
allogeneic in one context or another. 
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C) Additionally, claim 6 is indefinite since it is unclear 
how a gene encoding for neuraminidase (i.e. a nucleic acid 
molecule) can, itself, remove sialic acid from the cell surface. 

5. The following is a quotation of the first paragraph of 35 
U.S.C. 112: 

The specification shall contain a written description of the invention, and 
of the manner and process of making and using it, in such full, clear, 
concise, and exact terms as to enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and 
use the same and shall set forth the best mode contemplated by the inventor 
of carrying out his invention. 

Claim 6 is rejected under 35 U.S.C. 112, first paragraph, 
because the specification, while being enabling for: 

a method comprising using neuraminidase, a neuraminidase - 
producing virus or bacteria, or an antibody against CD43 to 
remove sialic acid, 

does not reasonably provide enablement for: 

a method comprising using a gene coding for neuraminidase 
to remove sialic acid. 

The specification disclosure is insufficient to enable one 
skilled in the art to practice the invention as claimed without 
an undue amount of experimentation. Undue experimentation must 
be considered in light of factors including: the breadth of the 
claims, the nature of the invention, the state of the prior art, 
the level of one of ordinary skill in the art, the level of 
predictability of the art, the amount of direction provided by 
the inventor, the existence of working examples, and the 
quantity of experimentation needed to make or use the invention, 
in re Wands, 858 F.2d at 737, 8 USPQ2d at 1404 (Fed. Cir. 1988). 

''The amount of guidance or direction needed to enable the 
invention is inversely related to the amount of knowledge in the 
state of the art as well as the predictability in the art." In 
re Fisher, 427 F.2d 833, 839, 166 USPQ 18, 24 (CCPA 1970). The 
''amount of guidance or direction" refers to that information in 
the application, as originally filed, that teaches exactly how 
to make or use the invention. The more that is known in the 
prior art about the nature of the invention, how to make, and 
how to use the invention, and the more predictable the art is, 
the less information needs to be explicitly stated in the 
specification. In contrast, if little is known in the prior art 
about the nature of the invention and the art is unpredictable, 
the specification would need more detail as to how to make and 
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use the invention in order to be enabling (MPEP 2164.03)" The 
MPEP further states that physiological activity can be 
considered inherently unpredictable. 

The specification provides insufficient guidance to enable 
claims drawn to the method as broadly claimed. Note that the 
method encompasses the use of gene encoding neuraminidase (i.e. 
a nucleic acid molecule) to remove sialic acid. Neuraminidase 
protein or antibodies to CD43 are well documented in the art as 
agents capable of removing CD43/sialic acid (see Fanales- 
Belasio, for example) . However, neither the instant 
specification, nor any art of record demonstrates that a nucleic 
acid molecule, by itself, is capable of removing sialic acid, as 
instantly claimed. Accordingly, the method as broadly claimed 
must be considered highly unpredictable. Given said 
unpredictability, the method of the instant claims must be 
considered to require undue experimentation. 

6. The following is a quotation of the appropriate paragraphs of 
35 U.S.C. 102 that form the basis for the rejections under this 
section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or 
a foreign country or in public use or on sale in this country, more than one 
year prior to the date of application for patent in the United States. 

7. Claims 1, 6, and 7 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Weiss et al., 1966. 

Weiss teaches a method comprising isolating monocytes from 
the peripheral blood of an individual, followed by treating the 
monocytes with neuraminidase and pulsing with plastic particles 
in calf serum (see pg. 1304 in particular) . It is noted that 
both calf serum and plastic particles can be considered 
antigens. Additionally, said monocytes are antigen presenting 
cells that are allogeneic to any other individual. 

Thus the reference clearly anticipates the invention. 

8. Claims 1-3 and 6-7 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Fanales-Belasio et al., 1997. 

Fanales-Belasio teaches a method comprising 
differentiating dendritic cells from peripheral blood monocytes 
of healthy individuals, followed by treating with anti-CD43 or 
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neuraminidase to remove sialic acid (see materials and methods 
and Fig. 6, in particular) . Furthermore, Fanales-Belasio 
teaches pulsing said treated dendritic cells with an antigen 
followed by culturing with T cells in complete RPMI, i.e. a 
suitable medium (see pg. 2204 and Fig. 8 in particular) . In 
addition, said dendritic cells are allogeneic to other 
individuals (see Fig. 6) . and that this property may be 
exploited to improve their adjuvant activity in tumor 
immunotherapy (i.e. as a cellular vaccine) . 

Thus, the reference clearly anticipates the invention. 

9. The following is a quotation of 35 U.S.C. 103(a) which forrns 
the basis for all obviousness rejections set forth in this 
Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time 
the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

10. Claims 4-5 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fanales-Belasio et al., 1997, in view of 
Fields et al, 1998. 

The teachings of Fanales-Belasio are described above. In 
addition, Fanales-Belasio teaches that the anti- 
CD4 3 /neuraminidase treated dendritic cells have a superior 
ability to stimulate T cells (see Figs. 6-8 in particular), and 
that this property may be exploited to improve the adjuvant 
activity of dendritic cells in tumor immunotherapy (see pg. 2210 
in particular) . 

Fanales-Belasio does not teach pulsing treated dendritic 
cells with a cancer antigen or tumor cell lysate. 

Fields teaches that dendritic cells can be pulsed with 
tumor cell lysates (see pg. 9483 in particular) . Additionally, 
Fields teaches that said tumor lysate pulsed dendritic cells can 
prime tumor specific T cells in vivo, resulting in decreased 
tumor burden (see Fig. 6-7 in particular) . 

Therefore, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made to 
pulse the neuraminidase/ ant i-CD4 3 treated dendritic cells taught 
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by Fanales-Belasio with tumor lysates, as taught by Fields. The 
ordinary artisan at the time the invention was made would have 
been motivated to do so, since Fanales-Belasio teaches that 
neuraminidase/CD43 treated dendritic cells are superior at 
stimulating T cells, and that this property may be exploited to 
improve the adjuvant activity of dendritic cells in tumor 
immunotherapy. Additionally, Fields teaches that tumor lysate 
pulsed dendritic cells prime tumor specific T cells and can 
reduce tumor burden. 

11. Claims 8-9 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Fanales-Belasio et al., 1997, in view of Rees 
et al. , 1991. 

The teachings of Fanales-Belasio are described above. In 
addition, Fanales-Belasio teaches that the anti- 
CD4 3 /neuraminidase treated dendritic cells have a superior 
ability to stimulate T cells (see Figs. 6-8 in particular), and 
that this property may be exploited to improve the adjuvant 
activity of dendritic cells in tumor immunotherapy (see pg. 2210 
in particular) . 

Fanales-Belasio does not teach exposing the APCs to 
hyperthermia - 

Rees teaches exposing APCs to heat stress (i.e. 
hyperherimia) of 44 degrees Celsius for 20 min (see pg. 387 in 
particular) . Furthermore Rees teaches that the heat stressed 
APCs upregulate MHC-II and are more potent at stimulating T 
cells (see Fig. 1-3, in particular) . 

Therefore, it would have been prima facie obvious to one of 
ordinary skill in the art at the time the invention was made to 
make a APC cellular vaccine, as taught by Fanales-Belasio, 
including the step of exposing the APC to hyperthermia, as 
taught by Rees. Furthermore, it would have been obvious to 
optimized the temperature and time of said hyperthermia. The 
ordinary artisan at the time the invention was made would have 
been motivated to combine the steps of treating with 
neuraminidase and heat stress to obtain an APC with enhanced 
ability to stimulate T cells than either treatment alone, since 
Fanales-Belasio teaches that T cell stimulatory capacity of APCs 
can be exploited for tumor immunotherapy. Furthermore, the 
ordinary artisan would have had a reasonable expectation of 
success, since the neuraminidase treatment taught by Fanales- 
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Belasio, and the heat stress treatment taught Rees both result 
in an APC with a more potent ability to stimulate T cells. 

12. No claim is allowed. 

13 . Any inquiry concerning this communication or earlier 
communications from the examiner should be directed to Amy E. 
Juedes, Ph.D. whose telephone number is 571-272-4471. The 
examiner can normally be reached on Sam - 5pm, Monday through 
Friday . 

If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be 
reached on 571-272-0841. The fax phone number for the 
organization where this application or proceeding is assigned is 
703-872-9306. 

Information regarding the status of an application may be 
obtained from the Patent Application Information Retrieval 
(PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on 
access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free) . 



Amy E. Juedes, Ph.D. 
Patent Examiner 
Technology Center 1600 
January 18, 2006 
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